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DETAILED ACTION 

This application claims priority to multiple provisional applications. It is noted that 
the concept of the "pulsatile release" formulation of milnacipran was introduced in the 
60/431 ,861 application, and as such the priority date for this terminology was 
considered by the examiner to be 12/09/2002. 



Double Patenting 

A rejection based on double patenting of the "same invention" type finds its 
support in the language of 35 U.S.C. 101 which states that "whoever invents or 
discovers any new and useful process ... may obtain a patent therefor ..." (Emphasis 
added). Thus, the term "same invention," in this context, means an invention drawn to 
identical subject matter. See Miller v. Eagle Mfg. Co., 151 U.S. 186 (1894); In re 
Ockert, 245 F.2d 467, 114 USPQ 330 (CCPA 1957); and In re Vogel, 422 F.2d 438, 164 
USPQ619(CCPA1970). 

A statutory type (35 U.S.C. 101 ) double patenting rejection can be overcome by 
canceling or amending the conflicting claims so they are no longer coextensive in 
scope. The filing of a terminal disclaimer cannot overcome a double patenting rejection 
based upon 35 U.S.C. 101 . 



Claims 1 - 9 and 1 1 - 24 are provisionally rejected under 35 U.S.C. 101 as 
claiming the same invention as that of claims 1 - 4 and 10 - 28 of copending 
Application No. 1 1/1 92,697. This is a provisional double patenting rejection since the 
conflicting claims have not in fact been patented. 



The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
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from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Long!, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321(c) or 1 .321(d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 



Claims 1 - 3, 6 - 18, and 20 - 24 are provisionally rejected on the ground of 
nonstatutory obviousness-type double patenting as being unpatentable over claims 1 - 
3, 6 - 1 8, and 20 - 24 of copending Application No. 1 0/691 ,936. Although the 
conflicting claims are not identical, they are not patentably distinct from each other 
because the delayed or extended release milnacipran formulation of claim 1 is within 
the scope of the instant claims, as extended release dosage forms are defined in the 
'936 application as those that "allow at least a twofold reduction in dosing frequency as 
compared to that drug presented as a conventional form," which is within the scope the 
definition of a pulsatile release dosage form on page 16 of the instant application. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 



Claim 14 is rejected on the ground of nonstatutory obviousness-type double 
patenting as being unpatentable over claims 1 - 3, 9, 12, and 14 - 17 of U.S. Patent 
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No. 7,038,085. Although the conflicting claims are not identical, they are not patentably 
distinct from each other because the claims are directed to formulations and methods of 
using para-hydroxy-milnacipran as a treatment for depression, especially in light of the 
specification which states that the formulation may comprise an immediate release 
portion of a formulation in combination with an extended release portion (column 24, 
lines 28 - 33), and therefore meets the limitations of a pulsed release formulation of 
para-hydroxy-milnacipran. 



Specification 

The disclosure is objected to because of the following informalities: the limitation 
of claim 14 wherein the milnacipran is in the form of a therapeutically equivalent does of 
para-hydroxy-milnacipran (F2782) is not specifically recited in the specification. The 
limitation of claim 1 8 that the formulation may comprise from 1 00 to 600 mg of modafinil 
is not disclosed in the specification. Additionally, the limitation of claim 22 that the kit 
should comprise instruction on taking the formulation once daily before bedtime is not 
specifically recited. Appropriate correction is required. 



Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claim 13 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 

for failing to particularly point out and distinctly claim the subject matter which applicant 
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regards as the invention. It is unclear regarding the specific chemical composition of 
the metabolite of milnacipran that is administered. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 1 -9, 11 - 13, 15-17, 19-21, 23, and 24 are rejected under 35 U.S.C. 
102(b) as being anticipated by Paillard et al. (WO 98/08495), whereby US 6,699,506 is 
relied upon for English translation. 

Paillard discloses a pharmaceutical composition with prolonged release for oral 
administration of a single daily dose of 50 to 240 mg of milnacipran (column 1 , line 30 - 
35). The formulation meets the limitation of a pulsed-release formulation because 
between 10 - 55% of the dose is released in 2 hours, between 40 - 75% of the dose is 
released in 4 hours, between 70 - 90% of the dose is released in 8 hours, and between 
80 - 100% of the dose is released in 12 hours. A racemic mixture or pure enantiomeric 
forms of milnacipran may be administered (column 1, line 65 - column 2, line 3). The 
formulation comprises a mixture of microparticles that release the drug at different times 
(see column 1 , lines 30 - 53). The formulation may comprise gelatin or sucrose, which 
are within the scope of a nutritional agent recited in claim 9 of the instant application 
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(see column 4, lines 19-20). The microparticles or microgranules contain a coating 
such as Eudragit NE30D, RS 100, RL 100, etc... (column 6, lines 45 - 68). Because 
the same dosage ranges of milnacipran also comprise a coating, as claimed, the 
formulation would inherently have the same dosage release patterns, blood plasma 
concentrations, and thus a reduced intensity of milnacipran side effects. Where the 
claimed and prior art products are identical or substantially identical in structure or 
composition, or are produced by identical or substantially identical processes, a prima 
facie case of anticipation has been established. See, for example, In re Best, 562 F.2d 
1252, 1255, 195 USPQ 430, 433 (CCPA 1977). With regard to claim 21, the dosage 
patterns can be interpreted to represent dosage escalation, as drug dosages increase 
over time. Regarding claim 23, the method of production of the formulation is disclosed, 
and the formulation is "provided" (column 2, lines 9-14). With regard to claim 24, the 
milnacipran formulation is orally administered (abstract). 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 

USPQ 459 (1966), that are applied for establishing a background for determining 

obviousness under 35 U.S.C. 103(a) are summarized as follows: 
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1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 

the various claims was commonly owned at the time any inventions covered therein 

were made absent any evidence to the contrary. Applicant is advised of the obligation 

under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 

not commonly owned at the time a later invention was made in order for the examiner to 

consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 

prior art under 35 U.S.C. 103(a). 

Claims 1 - 13, 15-17, 19-21, 23, and 24 are rejected under 35 U.S.C. 103(a) 
as being unpatentable over Paillard et al. in view of Watanabe et al. (US 7,008,640). 

Paillard discloses a pharmaceutical composition with prolonged release for oral 
administration of a single daily dose of 50 to 240 mg of milnacipran (column 1 , lines 30 
- 35). The milnacipran is released in pulses, as different amounts are released over 
time. Because the same dosage ranges of milnacipran also comprise a coating, as 
claimed, the formulation would inherently have the same dosage release patterns, blood 
plasma concentrations, and reduced intensity of milnacipran side effects. 

Paillard does not teach a milnacipran formulation in combination with another 

drug. 
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Watanabe teaches a pharmaceutical composition for oral use with improved 
absorption, which comprises a drug, aminoalkyl methacrylate copolymer E, and an 
acidic substance (abstract). Regarding claims 1 , 9, and 10, the drug may be 
milnacipran (column 1 1 , line 9), and may comprise a single drug or may be a mixture of 
two or more compounds (i.e. an analgesic, an anti-inflammatory agent, an 
antihistamine, etc., or acetaminophen, ibuprofen, etc.. (column 10-11)). The drug may 
include optical isomers or stereoisomers of the compound, and mixtures of these 
isomers (column 9, lines 47 - 58). The pharmaceutical composition may be a timed- 
release or pulsed-release pharmaceutical preparation and may be in microparticle form 
(column 16, lines 7-12). The pharmaceutical composition may be coated with an 
enteric substance (column 15, lines 10-13). A method for making the pharmaceutical 
composition is disclosed, and comprises the step of providing a formulation that meets 
the limitations of the instant claims (claim 2). Regarding claim 24, the pharmaceutical 
composition is administered to a patient in an effective amount and reduced adverse 
effects are expected (column 12, line 26 - 35). 

It would have been obvious to one of ordinary skill in the art at the time of the 
instant invention to combine the modified release milnacipran formulation taught by 
Paillard with the pharmaceutical composition taught by Watanabe which may be 
formulated as a pulsed-release composition, may comprise milnacipran, and may be 
administered in combination with another drug, and that the preparation and use of such 
formulations could be accomplished with a reasonable expectation of success. Both 
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references teach that the motivation for preparing and using these formulations is to 
minimize adverse side effects of the drug. 

Claims 1 - 13, 15 -21, 23, and 24 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Paillard et al. in view of Menza et al. (J. Clin. Psychiatry, 2000, 61(5), 
p. 378-81). 

Paillard discloses a pharmaceutical composition with prolonged release for oral 
administration of a single daily dose of 50 to 240 mg of milnacipran (column 1 , lines 30 
- 35). The milnacipran is released in pulses, as different amounts are released over 
time. Because the same dosage ranges of milnacipran also comprise a coating, as 
claimed, the formulation would inherently have the same dosage release patterns, blood 
plasma concentrations, and reduced intensity of milnacipran side effects. 

Paillard does not teach a milnacipran formulation in combination with modafinil. 

Menza teaches doses of 100 to 200 mg a day of modafinil in combination with 
antidepressants for treatment of depression (abstract). 

Menza does not teach modafinil in combination with milnacipran as the specific 
antidepressant. 

It would have been obvious to one of ordinary skill in the art at the time of the 
instant invention to combine the formulation of Paillard comprising milnacipran for the 
treatment of depression, with modafinil because both drugs (i.e. milnacipran and 
modafinil) have been used previously within the range of the claimed dosages in the 
treatment of depression. One would have expected to have a reasonable expectation 
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of success in doing so because Menza specifically teaches the motivation to utilize 
modafinil as an augmenter to antidepressants in the treatment of depression. 

Claims 1 - 13, 15- 17, 19-24 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Paillard et a/ in view of Ansseau etal. (Psychopharmacology, 1994, 
114, p. 131-137). 

Paillard discloses a pharmaceutical composition with prolonged release for oral 
administration of a single daily dose of 50 to 240 mg of milnacipran (column 1 , lines 30 
- 35). The milnacipran is released in pulses, as different amounts are released over 
time. Because the same dosage ranges of milnacipran also comprise a coating, as 
claimed, the formulation would inherently have the same dosage release patterns, blood 
plasma concentrations, and reduced intensity of milnacipran side effects. 

Paillard does not specify the administration of milnacipran at bedtime. 

Ansseau teaches a once daily dosage of 100 mg of milnacipran for the treatment 
of depression that was administered in the evening (p. 136). 

Ansseau does not teach a modified release formulation of milnacipran. 

It would have been obvious to one of ordinary skill in the art at the time of the 
instant invention to combine the formulation of Paillard with the method of administration 
of milnacipran in the evening (i.e. bedtime) as taught by Ansseau. One would have 
expected to have a reasonable expectation of success in doing so because Ansseau 
specifically teaches that a single evening administration of milnacipran in the evening is 
not as effective as twice daily administration, likely due to inadequate plasma levels 
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since the plasma elimination half-life of milnacipran is about 7 hours (p. 136), and the 
formulation of Paillard was known to provide prolonged dosages of the drug. 



Conclusion 

No claims are allowed at this time. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Leah Schlientz whose telephone number is 571-272- 
9928. The examiner can normally be reached on Monday - Friday 8 AM - 5 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Hartley can be reached on 571-272-0616. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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MICHAEL G. HARTLEY 
SUPERVISORY PATENT EXAMINER 



